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REMARKS 

Claims 1-13, 15-55, and 57-83 are pending in the application. Claims 14 and 56 have 
been cancelled. Claims 1, 24, 57, 67, 68, 70, 71, 74, and 77 have been amended. Support for 
these amendments can be found in original claims 14 and 56 and in the specification at, e.g., 
page 22, line 29, to page 30, line 1 1 . These amendments add no new matter. 

Interview 

As noted in the Interview Summary attached to the present Office Action, the Examiner 
and the undersigned discussed the appropriate assignment of claims to the group elected in the 
response to the Restriction Requirement. 

35 U.S.C. $112, Second Paragraph 

At page 3 of the Office Action, the Examiner rejected claims 1, 2, 4-39, and 41-83 as 
allegedly indefinite in their use of the terms "sequences" and "proteins." 

The claimed methods recite a "first polypeptide sequence" and a "second polypeptide 
sequence," each of which is contained, respectively, within a "first fusion protein" and a "second 
fusion protein." The methods detect an interaction between the "first fusion protein" and the 
"second fusion protein." When such an interaction between the fusion proteins is detected, it 
necessarily indicates that an interaction between the "first polypeptide sequence" and the 
"second polypeptide sequence" has occurred (the "first polypeptide sequence" and the "second 
polypeptide sequence" can, for example, correspond to all or part of a given naturally occurring 
protein). The claims are not limited to the identification of a specific region (e.g., stretch of 
amino acids) of a protein that is responsible for the interaction. Rather, a "positive result" in the 
claimed methods merely identifies two polypeptide sequences (which are encoded by the first 
and second nucleotide sequences sequenced in the final step of claim 1) as interacting with each 
other (though the precise amino acids responsible for the interaction are not necessarily 
identified). 
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At page 3 of the Office Action, the Examiner rejected claims 4-6 and 46-48 as allegedly 
indefinite in their recitation of the phrase "derived from" when referring to nucleic acid libraries. 
As stated in the specification "[a]ny source of nucleic acids can be used to obtain the first 
nucleotide sequence. For example, the first nucleotide sequence can be derived from a nucleic 
acid library, e.g., a genomic or cDNA library as described herein." (see, e.g., specification at 
page 18, lines 1-3). In view of the foregoing, the skilled person would readily understand that 
the phrase "derived from" as used in the claims requires that an additional step be performed of 
obtaining the nucleotide sequence from a nucleic acid library and using the derived nucleotide 
sequence to construct the "first chimeric gene" and/or the "second chimeric gene" used in the 
claimed methods. 

At page 4 of the Office Action, the Examiner rejected claims 16, 17, 19, 62-64, 71, 
and 74 as allegedly indefinite in their use of the terms "purified" or "purifying." Given that these 
terms are used in the specification in the context of preparing nucleic acids for sequencing, the 
skilled person would readily understand that the degree of purity required by the claims is that 
which is necessary to carry out a sequencing reaction on the "purified" nucleic acid. 

At page 4 of the Office Action, the Examiner rejected claims 22, 59, and 60 as allegedly 
indefinite in their recitation of the terms "picking" and "pick." The automated "picking" of cells 
referenced in these claims refers to a physical process whereby cells are transferred from one 
location to another. In contrast, cells can be "selected" based upon a change in expression of 
reporter gene without a corresponding physical relocation of the cells. 

At page 4 of the Office Action, the Examiner rejected claims 41-45 as allegedly 
indefinite in their recitation of the term "subset." The common meaning of the term "subset" is 
"a set contained within another set." As such, the skilled person would readily understand that a 
"subset of the plurality of the host cells" refers to any group of cells contained within the 
plurality of host cells. 
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At page 4 of the Office Action, the Examiner rejected claim 66 as allegedly indefinite in 
its use of the term "single-plex sequencing." As noted by the Examiner, this term refers to 
carrying out a sequencing reaction with a single primer. 

At page 5 of the Office Action, the Examiner rejected claims 67, 68, 77, 79, and 80 as 
allegedly indefinite in their use of terms lacking antecedent support in base claims. These claims 
have been amended to obviate the rejections. 

In view of the foregoing comments and claim amendments, applicants respectfully 
request that the Examiner withdraw the rejections. 

35U.S.C. §102(e) 

At pages 5-8 of the Office Action, the Examiner rejected claims 1, 2, 4-13, 21-37, 39, 41- 
55, 59-61, 69-72, 74, 75, and 77-83 as allegedly anticipated by Wanker et al., U.S. Patent 
No. 6,664,048 ("Wanker"). 

Independent claims 1, 24, 70, 71, and 74 have each been amended to require that the 
sequencing of the first nucleotide sequence and/or the second nucleotide sequence be carried out 
without amplifying one or both of the sequences after selecting the host cell based upon the 
measurable change in expression of the reporter gene. This limitation was originally contained 
in dependent claims 14 and 56 (which claims were not rejected under the present heading). In 
view of these amendments, applicants respectfully request that the Examiner withdraw the 
rejection. 

35 U.S.C. § 103(a) 

At pages 8-1 1 of the Office Action, the Examiner rejected claims 1, 2, 4-39, and 41-83 as 
allegedly unpatentable over Wanker further in view of Shibata et al. (2000) Genome Research 
10:1757-71 ("Shibata"). 
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As detailed above, independent claims 1, 24, 70, 71, and 74 require that the sequencing of 
the first nucleotide sequence and the second nucleotide sequence be carried out without 
amplifying one or both of the sequences after selecting the host cell based upon the measurable 
change in expression of the reporter gene. 

Wanker describes the carrying out of two hybrid screens where, upon the completion of 
the screens, nucleotide sequences are amplified prior to their sequencing. This amplification step 
is explicitly described in the passage of Wanker cited by the Examiner at column 39, lines 10-16 
(stating that "[standard sequencing approaches were employed to characterise the nucleic acids 
encoding the DNA-binding domain fusion proteins of the positive clones following pBTM428- 
specific 96-well PCR as described above. Similarly, the sequence of the insert encoding for the 
activation-domain fusion protein following pGAD 1 1 8-specific PCR was determined") 
(emphasis added). This passage of Wanker makes clear that the "standard" sequencing 
technique that was used therein requires amplification of target nucleotide sequences prior to 
their sequencing. This passage provides no suggestion that the amplification step should be 
omitted and that sequencing should be carried out without amplifying one or both of the 
sequences after selecting the host cell based upon the measurable change in expression of the 
reporter gene, as is required by the claimed methods. 

Shibata describes high throughput sequencing of a nucleic acid library. However, the 
disclosure of Shibata does not provide the requisite suggestion or motivation to modify the 
methods of Wanker so as to carry out sequencing without amplifying one or both of the 
sequences after selecting a host cell in a screen. For example, Shibata does not provide the 
skilled person with basis to conclude that the vectors and/or host cells used by Wanker (in its two 
hybrid screen) would also be appropriate for use in the sequencing methods of Shibata. 
Conversely, the cited references do not suggest that the vectors and host cell combinations used 
by Shibata could be used in the two hybrid screens of Wanker. As a result, the references do not 
render obvious the methods of claims 1-13, 15-55, and 57-83. Applicants request that the 
Examiner withdraw the rejection. 
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CONCLUSIONS 

Applicants submit that all grounds for rejection have been overcome, and that all claims 
are in condition for allowance, which action is requested. 

A Petition for Extension of Time and a check for the Petition for Extension of Time fee 
are enclosed. Please apply any other charges or credits to deposit account 06-1050, referencing 
Attorney Docket No. 12130-009001. 

Respectfully submitted, 

Date: Octfik 1 1 

Fish & Richardson P.C. 
Citigroup Center 
52nd Floor 
153 East 53rd Street 
New York, New York 1 0022-46 1 1 
Telephone: (212) 765-5070 
Facsimile: (212) 258-2291 
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